Four cases of primary amyloidosis are described in which bullous lesions of the skin or oral mucosa were a prominent clinical feature. Biopsy of such lesions and demonstration of amyloid by special staining may be of great diagnostic help.
Introduction
Many varieties of skin lesion have been described in primary systemic amyloidosis including macules, papules, nodules, plaques and subcutaneous haemorrhages, usually petechial but sometimes larger (Brownstein & Helwig, 1970b) . The association of amyloidosis with bullous lesions of the skin or oral mucosa has only rarely been reported but we have seen three patients in whom this striking manifestation was the presenting symptom and in a fourth patient bullae were a prominent feature of the clinical picture. (Brownstein & Helwig, 1970b) . Bullous skin lesions have been described in the latter condition (Goltz, 1952; Chow & Burns, 1967; Muller, Sams & Dobson, 1969) but seem to be the least common cutaneous manifestation. The bullae develop as a result of shearing in intradermal amyloid deposits, are therefore subepidermal in position as shown in the first three cases, and often contain blood. As in our second case Muller et al. (1969) were able to produce bullae by rubbing apparently normal skin with gauze.
Bullae within the mouth are more common and have been described by several authors (Lubarsch, 1929; Moschcowitz, 1936; Baber, 1947; Reimann, Sahyoun & Chaglassian, 1954; Ware & Silverman, 1961) . They are found typically on the tongue, the buccal or labial mucosa and are usually associated with petechial haemorrhages. There should be no confusion with congenital or hereditary epidermolysis bullosa which may, however, rarely be complicated by the development of secondary amyloidosis (Muller et al., 1969) . Clinically detectable skin involvement with amyloid is extremely rare in the secondary form of the disease although deposits may be seen in the vessels and adnexae on histological examination of clinically normal skin (Brownstein & Helwig, 1970b) .
Other cutaneous manifestations of primary systemic amyloidosis include purpura and ecchymoses of the face, neck and extremities as in our first case and as the intradermal bleeding is readily induced by mild trauma this has been suggested as an aid to diagnosis (Hurley & Weinberg, 1964) . Skin deposits of amyloid may also produce yellowish papules, nodules or plaques but these may sometimes be darker due to intralesional bleeding. Similar deposits may also be seen in all parts of the oral mucosa and biopsy of the lesion will readily confirm the diagnosis. However, in suspected cases where there are no such lesions biopsy of the apparently normal tongue or mucobuccal fold may provide histological confirmation of amyloidosis. This is preferable to gingival biopsy (Lehner, 1968) . Macroglossia, probably the best known oral manifestation of primary amyloidosis, occurs in about 45o of cases (Rukavina et al., 1956) (Golz, 1952) . Two of our cases had autonomic neuropathy and in one the postural hypotension was incapacitating. Neurological involvement occurred in 14% of 154 cases of primary amyloidosis reported by Rukavina et al. (1956) and orthostatic hypotension was noted in 8%o of 138 cases by Kyle, Rottke & Schirger (1966) .
It seems that the autonomic ganglia and peripheral nerves are predominantly affected.
The diagnosis of systemic amyloidosis is often difficult and may be delayed for many months but wider recognition that bullous lesions containing amyloid may occur in the mouth and skin should facilitate diagnosis in some cases.
